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ABSTRACT 

Clostridioides difficile-associated pseudomembranous colitis (PMC) is a life-threatening in- 
flammatory bowel disease. Here, we aimed to present a 40-year-old woman at 25 weeks of 
gestation whose pregnancy was terminated earlier than expected. Unfortunately, despite 
fidaxomicin and oral vancomycin, the patient’s diarrhea did not improve, and she had to 
undergo a subtotal colectomy. C. difficile infections developing in pregnant women can be 
catastrophic for both baby and maternal health. Also, antibiotic stewardship is crucial in 
the prevention of PMC. Therefore, unnecessary and prolonged use of antibiotics should be 
avoided. 
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INTRODUCTION 

lostridioides difficile infections (CDIs) can present in various clinical forms, ranging 

from an asymptomatic carrier state to pseudomembranous colitis (PMC), and are 

recognized as one of the leading causes of diarrhea in healthcare centers (1). C. 
difficile-associated PMC is a life-threatening inflammatory bowel disease and may result 
in emergency surgical procedures after antibiotic use. Common signs and symptoms of 
PMC include abdominal pain, diarrhea, nausea, and fever. The diagnosis is possible by 
detection of C.difficile toxins or genetic material of the bacteria. (2). Recurrence rates 
of CDIs are reported to be 15-20% and may be as high as 60% after three or more infec- 
tions, with a mortality rate of 5% (1, 2). 


Management of PMC is mostly antibiotic treatment with metronidazole, oral vancomy- 
cin, and fidaxomicin. However, in some cases, surgical treatment may be required. The 
surgical treatment of PMC is generally performed for the life-threatening complications 
of the disease, such as uncontrolled gastrointestinal bleeding, toxic megacolon, and 
perforation that develop during medical treatment (3). 
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C. difficile Infection of a Pregnant Woman 


Although pregnant women are known as a low-risk 
group for PMC due to their young age and overall 
good health, PMC may cause life-threatening prob- 
lems in pregnant women, and it may be a potential 
threat to both maternal and fetal health (4). 


Here, we aimed to present a 40-year-old, 25-week 
pregnant woman whose pregnancy was terminated 
earlier than expected and who had to undergo sub- 
total colectomy ten days after caesarean section due 
to multiple perforations at the colonic segments. 


CASE PRESENTATION 


A 40-year-old woman, gravida 1, para 0, with 25 
weeks of gestation, was admitted to our gynecology 
and obstetrics department complaining of abdom- 
inal pain. In addition, she complained of frequent 
watery diarrhea episodes (20 bowel movements per 
day) lasting for three weeks, accompanied by a 10 
kg weight loss and dehydration. She was diagnosed 
with giardiasis because the antigen test for Giardia 
lamblia resulted in positive at another hospital. She 
was given ornidazole treatment for ten days, yet 
her complaints did not resolve. She had also been 
given a nitrofurantoin treatment with the diagnosis 
of urinary system infection, although there was no 
identifying microorganism in the urine culture. 


When admitted to the emergency department, she 
was evaluated by a specialist in infectious diseases 
and clinical microbiology. Her vital signs included 
a temperature of 38°C, blood pressure of 110/70 
mmHg, and a pulse rate of 80 /minute. The labo- 
ratory tests showed leukocytosis with 12,900 white 
blood cells mm? and acute phase reactants like C- 
reactive protein (CRP) level: 70 (N: 0-5) mg/dL and 
procalcitonin (PCT) level: 0.58 ng/mL were high. 
Stool culture, microscopic evaluation of stool, and 
C. difficile toxin A&B are performed immediately. 
There was no growth in two sets of blood cultures 
taken when the patient’s fever was high. SARS- 
CoV-2 PCR was repeated twice, and the results were 
negative. 


Stool culture was negative for Salmonella spp. and 
Shigella spp. CDI was defined according to guide- 
line of The Infectious Diseases Society of America 
(IDSA) and the Society for Healthcare Epidemiolo- 
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gy of America (SHEA); the presence of symptoms 
(mainly diarrhea) and either a stool test positive for 
C. difficile toxins or detection of toxigenic C. difficile 
or colonoscopic or histopathologic findings reveal- 
ing PMC (5). In our hospital, C. difficile toxin A (TcdA) 
and toxin B (TcdB) are detected by the VIDAS® 
method (bioMérieux, Marcy-l’Etoile, France) as part 
of a two-step algorithm. In the first step, a product 
of C. difficile, glutamate dehydrogenase (GDH) per- 
formed via enzyme-linked immunofluorescence 
assay (EIA). Then, the detection of C. difficile TcdA 
and TcdB was performed directly on the stool using 
premier toxins A and B according to the manufac- 
turer’s instructions. In our case, both GDH and TcdA 
were positive in the stool with the enzyme-linked 
fluorescent assay (ELFA) test and by PCR. 


She had given oral vancomycin 4x125 mg imme- 
diately. However, her diarrhea had not resolved, so 
her treatment changed to oral fidaxomicin, and she 
was discharged. 


Four days later, TcdA, checked at the outpatient 
clinic, tested positive for the second time. She had 
been hospitalized again because she was dehydrat- 
ed. Oral fidaxomicin was stopped, and oral vanco- 
mycin 4x125 mg and IV metronidazole 4x500 mg 
were started. On the first day of her second admis- 
sion, she was taken to the operating room for a ce- 
sarean section because of membrane rupture and 
cervical dilatation. She gave birth to a preterm in- 
fant in her 28th week of gestation. Her baby, whose 
body weight was 1230 gr, was admitted to the neo- 
natal intensive care unit. 


On the third day of her admission, the stool tox- 
in assay for TcdA tested negative. The gastroen- 
terology department consulted the patient, whose 
diarrhea continued despite toxin negativity, to ex- 
clude other accompanying intestinal pathologies. 
A colonoscopy was performed, considering chronic 
inflammatory bowel disease as an underlying con- 
dition since her diarrhea continued for over three 
weeks. The flexible sigmoidoscopy was preferred 
with no air insufflation to avoid perforation of the 
inflamed colon. In the colonoscopy, widespread dif- 
fuse ulcerations and mucosal loss consistent with 
PMC were seen in all colon segments and rectum. 
Multiple biopsies were performed. The pathology 


294 


Figure 1. The abdominal CT image taken after colon perforation. 


report was also consistent with pseudomembra- 
nous pancolitis and came out negative for cyto- 
megalovirus (CMV) infection. Meantime, CMV DNA 
PCR was also negative in blood tests. 


On the tenth day of her admission, the patient 
complained of severe abdominal pain. Her phys- 
ical examination was remarkable for diffuse re- 
bound tenderness in all four quadrants, consistent 
with the acute abdomen diagnosis. Her CRP level 
was 173 mg/L, and her leukocyte count was 11,820 
K/uL. Abdominal computed tomography (CT) scan 
showed free fluid and air consistent with perfora- 
tion of hollow viscus with pancolitis. The abdomi- 
nal CT image taken after colon perforation is given 
in Figure 1. She was urgently taken to the oper- 
ating room; in the exploratory laparotomy, more 
than five perforated segments were detected in 
the colon. Subtotal colectomy with an end-termi- 
nal ileostomy was performed. The macroscopy of 
the colon removed in operation is shown in Figure 
2. In pathological examination (acute pancolitis; 
perforation, multiple small ulcerations, pseudo- 
membranous formation, in some parts showing 
findings of ischemic and hemorrhagic damage) 
was evaluated. She was taken to the intensive care 
unit in the immediate postoperative period, and 
her meropenem and metronidazole treatment was 
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continued. 


On postoperative day one, the patient was dis- 
charged to the surgical ward from the intensive 
care unit, and she started on a liquid diet and total 
parenteral nutrition. Her ileostomy started work- 
ing. Meropenem treatment ceased on postoperative 
day two, and she started on a solid diet without any 
problems in toleration. On postoperative day 11, we 
did not see any problems in oral and intravenous 
contrast abdominal CT; we ceased oral metronida- 
zole treatment and discharged the patient. 


The patient is still being followed out. Her ileosto- 
my was closed. Her son is 16 weeks old with a body 
weight of 7520 gr. Both the patient and her son are 
healthy. 


DISCUSSION 


A 25-week pregnant woman whose pregnancy was 
terminated early because of PMC due to C. difficile 
colitis and had to undergo emergent subtotal col- 
ectomy is presented here. Although publications 
emphasized that CDIs pose an increased risk in 
pregnant women, especially after cesarean section, 
diagnosis during pregnancy may increase morbidi- 
ty and mortality of both mother and baby (4, 6). 


The risk factors associated with CDIs include age 
over 65, female gender, chronic bowel inflammato- 
ry diseases, obesity, prolonged hospital admissions, 
antibiotics disrupting the normal microbiome, and 
the surgery itself (7). Our case had no risk factors 
other than antibiotic use for the last two weeks. 
There was no previous history of antibiotic-asso- 
ciated diarrhea. A study including 2671 pregnant 
women revealed two risk factors for CDI, cesare- 
an section delivery and the use of antibiotics, es- 
pecially ampicillin/ gentamicin/clindamycin (8). 
The increase in the CDIs may also be attributable 
to the inappropriate use of antibiotics, gastroin- 
testinal flora disorders leading to microbial flora 
change, and non-compliance with infection control 
measures, especially hand hygiene, environmental 
cleaning, and disinfection (1). Different antibiotics 
were given before the infectious disease diagnosis 
was Clarified in our case. 
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Figure 2. The macroscopy of the colon. 


C. difficile infections are a major health problem for 
many countries. According to the results of some 
studies, a high diversity within RT027-like C. difficile 
isolates is shown (9, 10). The rate of antimicrobi- 
al-resistant C. difficile isolates is rapidly increasing 
all around the world. However, Turkey has limited 
data on this subject (11). Bolukcu et al. showed the 
changes in epidemiology and incidence of C. difficile 
infection in our country (12). Another study in Tur- 
key deduced the presence of C. difficile (especially ri- 
botypes 027 and 078) in different meat products (13). 


Clinical findings associated with CDIs can range 
from asymptomatic carrier stage to life-threaten- 
ing toxic megacolon. PMC is the most known form 
of CDIs, characterized by yellow plaques composed 
of small ulcerations of mucous membranes. Signs 
and symptoms of PMC include abdominal pain, fre- 
quent watery diarrhea, and dehydration (14). Our 
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patient had acute diarrhea with abdominal pain 
and relevant risk factors, including recent antibiot- 
ic use. Laboratory diagnosis of CDI requires demon- 
strating C. difficile toxin(s) or detecting toxigenic 
C. difficile organism(s). Nucleic acid amplification 
tests (NAATs) for the diagnosis alone or initial EIA 
screening for GDH antigen and toxins A and B is 
recommended (2). In our patient, C. difficile toxin(s) 
tested positive in the stool three times with ELFA. 
After toxin negativity was detected in the patient, 
a colonoscopy was performed, considering chronic 
inflammatory bowel disease as an underlying con- 
dition since her diarrhea continued and enteritis 
lasted longer than three weeks. The flexible sig- 
moidoscopy was preferred with no air insufflation 
to avoid perforation of the inflamed colon. 


If possible, the first step in managing CDI is to 
discontinue any precipitating antibiotics (15). Al- 
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though the use of antibiotics carries a risk for the 
development of CDI, antibiotics are used in manag- 
ing and treating these patients. The recommended 
first-line antimicrobials for the treatment of CDI 
are oral vancomycin (125 mg 4 times a day for ten 
days) and oral fidaxomicin (200 mg two times dai- 
ly for ten days). In patients with recurrent CDI epi- 
sodes, fidaxomicin is suggested rather than a stan- 
dard course of vancomycin in the latest guidelines 
(16). Oral vancomycin was given to our pregnant 
patient at the first admission, and when there was 
no clinical regression and the toxin relapsed in the 
test, she was switched to fidaxomicin. For patients 
with multiple recurrences or in severe disease with 
toxic megacolon, characterized by hypotension or 
shock, ileus oral vancomycin and metronidazole 
combination treatment is recommended (2). Fecal 
microbiota transplantation is a promising option in 
severe patients with fulminant colitis (5). Despite 
fidaxomicin, the patient’s diarrhea did not improve. 
Although it is stated as the first-line treatment in 
current guidelines, it has been emphasized that the 
response to fidaxomicin is insufficient in severe and 
recurrent cases. Although fidaxomicin is offered as 
the first choice in treatment, it has also been shown 
to be resistant (16). So oral vancomycin with the 
combination of metronidazole was given. Meropen- 
em treatment could not be stopped because colon 
perforation developed in the patient. 


Surgical therapy is generally considered in patients 
with “fulminant” C. difficile colitis who have hypo- 
tension or shock, ileus, or megacolon (2). Fulmi- 
nant C. difficile colitis only occurs in 2 to 3 percent 
of patients with a CDI but accounts for the most 
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severe CDI complications such as ileus, colonic 
perforation, and death (17). Our patient had severe 
abdominal pain and abdominal distension ten days 
after the cesarean section. Colon perforation was 
diagnosed with an abdominal CT scan. Since the 
mortality of patients in this population continues 
to be high (20-85%), patients should be monitored 
very closely, and the timing of emergency surgery 
is critical (18). By following our case closely, we no- 
ticed the perforation in the early period. 


Subtotal colectomy remains the procedure of choice 
in fulminant infection, perforation, and colon ne- 
crosis (19). Our case was also taken to an emer- 
gency operation, and a subtotal colectomy with a 
terminal end ileostomy was performed. Eight ante- 
partum and six postpartum CDI cases were seen in 
France between 2008 and 2013. Because pregnant 
patients have multiple risk factors, including hos- 
pitalization, antibiotic use, and comorbidities, they 
are not in the low-risk group as before (20). 


n our case, CDI was the first attack, and there was 
no serious underlying problem. However, she could 
not be managed despite her premature birth and 
effective medical treatments. After the perforation, 
she was treated with immediate surgery. 


In conclusion, it should be kept in mind that severe 
CDis developing in pregnant women can be cata- 
strophic for both baby and maternal health. Also, 
antibiotic stewardship is crucial in preventing PMC, 
so unnecessary and prolonged use of antibiotics 
should be avoided. 
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